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Applicant Is submitting this request per MPBP 7 ! 3.09, hi view of the following, 
applicant believes that an interview is required and appropriate. Applicant believes that the 
case shall require nominal further const deration and shall be in condition for . allowance as 
will, be made clear during the interviews 

Applicant also notes that the -subject application was filed on June 8 ¥ 1 998. In view of 
the numerous Office Actions, and the previous indication that the claims would be in 
condition for allowance subject to the performance of an additional search, applicant believes 
that this interview is required. As noted below, the search identified Shesteiina, M* V. 
[Effects of Laser Therapy on. Immunity in Patients with Bronchial Asthma and Pulmonary 
Tuberculosis] Prohi Tuberk. 1994; 5: 23-26, However, this reference fails to anticipate or 
render applicant's claims. 

Applicant requests the interview to expedi te the review of the Shesterina reference 
(applicant is attaching a translation herewith) and to discuss how this reference fells to 
anticipate the pending claims or render the pending cl aims unpatentable. 

The content of the interview shall focus on fhe patentahilty of the claims over 
Shesterina, Namely that Shesterina teaches use of endobronchial laser phototherapy to 
eliminate inflammatory changes in the bronchi and the effect of such phototherapy on the 
immune status of the patient, Shesterina also teaches the use of a reflex-therapy method of 
treating bronchial asthma lining laser puncture at various acupuncture points. 

Clearly, applicants claims relate to methods of treating asthma "by irradiating walls of 
an airway at a wavelength and intensity which over time causes deb ulking .of tissue in the 
lungs (claim SO) or mucus gland cells (claim 3.3). 

As background, the Patent Office issued a Final Office Action for the present case on 
June 12, 2006, .Applicant conducted telephone interviews with the Examiner on September 
6 S and September 13, 2006. In response to the interviews, as noted by the Interview 
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Summary Dated September 22, 2006, the parties reached an agreement with respect to 
amendments that would overcome the references cited in the Final Office Action. The 
Interview Summary noted that the Examiner would perioral an additional search and enter 
the amendments for allowance of the claims if no new art was found , 

During a telephone call of November 28, 2006, the Examiner noted that two 
references were found: 3 ) Yasilotta A,, L R, Laser: a New Therapy in Rhino-sino-nasal 
Bronchial Syndrome with Asthmatic Component,, Proc X, Intermit Congr Soe Lasers m 
Surgery and Medicine^ Bangkok 1 993. p. 161; and 2} Shestenna, M. V. [Effects of Laser 
Therapy on Immunity in Patients with Bronchial Asthma and Pulmonary Tuberculosis] Probi 
TiiberL. 1994; 5: 23-26. 

In a further telephone call the Examiner indicated that Shestenna was the only 
relevant reference under the search. 

As noted above, Shestenna fails to anticipate the claims. Applicant faehves that only 
nominal ixirther consideration of Shestenna is required and shall resul t in the allo wance of 
the subject claims. 



Attachment: TRANSLATION OF Shestenna, M. V v [Effects of Laser Therapy on Immunity 
in Patients with Bronchial Asthma and Pulmonary Tuberculosis] Probl. Tuherk. 1994; 5: 23- 
26 
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EFFECT OF LASER THERAPY ON IMMUNITY 

IN PATIENTS WITH BEONCHI AL ASTHMA AND 

PULMONARY TUBERCULOSIS 

Source: Unavailable, No. 4 3 publication date unavailable, pp. 23-26 
Submitted October 27, 1993 

In recent years physical methods of treatment, including laser therapy, 
have become more and more common in phthisiopulmonologieal practice. 
The need to analyze the mechanisms of implementation of the positive 
effect of these kinds of therapy '.accounts for the pressing nature of the 
problem. 

Immune protection and its restoration as a result of therapeutic measures 
are of great importance in maintaining homeostatis, in correcting 
pathogenetic mechanisms of disease, and in optimal correction of structural 
and functional disturbances of the organ. 

Our work in vestigated the possible effect of laser radiation, which also 
is applied endohronchially to acupuncture points, on the immune status of 
hronehial-asthma (BA) patients and on individuals with a combination of 
BA and pulmonary tuberculosis. 

We evaluated immunity indices before and after treatment of 59 patients 
with B A combined with tuberculosis (36 women and 23 men) 18-70 years 
old Clinical, laboratory, bronehologic, x-ray, and functional studies were 
conducted in different stages of treatment. The results underwent statistical 
processing. 

The patient-observation period was from 6 months to 3 years, which en- 
abled us to evaluate the condition of patients in different stages of treatment 
of the disease. Ail patients were diagnosed with an infection-dependent 
clinical-path ogenetie variant of BA or a mixed variant with the latter 
prevalent; the severity of the BA was mild or moderately severe, the phase 
was the acute ("exacerbation") phase, and the length of illness was 1-45 
years. 

The infiltrative form (54.5%) predominated in the breakdown of the 
forms of pulmonary tuberculosis in patients with eombiiied pathology^ while 



the focal form was present less often, and still other occurred forms in 
individual cases. In an overwhelming majority of cases pulmonary 
tuberculosis was .diagnosed for the first time. By the time of diagnosis of 
pulmonary tuberculosis, 70% of the patients had suffered from BA for more 
than 5 years. In 60% of cases antituberculoiis therapy lasting 2-6 months 
that was started at the place of residence could not. be considered efficacious 
by clinical x-ray criteria. 

The key attribute by which the patients were grouped prior to treatment 
was the nosologic ■form.. There were 30 patients with BA, 12 with BA and 
inactive tuberculosis (IT), and 1 7 with active tuberculosis (AT). Following 
treatment, the patients were grouped not only with consideration for clinical 
form but also in relation to the mode of treatment (the main groups recei ved 
laser radiation in complex therapy, while control groups did not). Inasmuch 
as the immunity indices in the different stages of observation were similar in 
patients with BA and in those with BA with IT, we deemed it possible to 
join these patients into a. single observation group after treatment: the main 
•first; group (24 patients) and control third group (18), and the main second 
group (10 patients) and control fourth group (7) were made up of patients 
suffering from BA and AT. 

All patients received basic medicamentous BA therapy, including ad- 
ministration of bronchodilators (selective sympathomimetics, choHnolytics, 
methylxanthines), antihistamines, calcium antagonists, mucolytic agents, 
expectorants, mast-ceil membrane stabilizers, glucocorticosteroidal 
hormones as indicated, mainly in the form of dosed aerosols with high local 
activity and mild systemic effect, and, in rare cases and on the basis of strict 
indications, antibiotics. Therapeutic physical culture and chest massage 
were included as needed in the set of therapeutic measures. 

Most patients with BA combined with AT received specific therapy con- 
sisting of three antituberculous drugs. Mainly isoniazid, streptomycin, 
rifampicin, and ethambutol were used. All patients with .IT were prescribed 
isoniazid intermittently 3 times a week to prevent reactivation of the 
specific process. 

In combined treatment of BA in the main patient groups (groups 1 and 
2), laser therapy was used with endobronchial irradiation with a helium- 
neon laser (HNL) or a CDs laser and HNL laser-puncture. 

In BA patients with catarrhal endobronchitis we used endobronchial 
laser phototherapy by the methods developed for this pathology [2, 4, 5]. 
For endobronchial irradiation we used an LG-i.ll HNL with a 0.63- urn 
wavelength, with a guide diameter of 0. 1 cm and 15 mW of power at the end 



of the guide. HNL radiation was del i vered via a quartz guide that was led i n 
to the inflamed bronchial mucosa through the channel of a fiber-optic 
bronchoscope or the tube of a rigid bronchoscope. Exposure to laser 
irradiation was 5 min to the bronchi of one lung; the total one-time dose of 
laser energy was 9 J — 4,5 J to the bronchi of each lung. The procedure of 
endobronchial HNL irradiation, of the mucosa was performed twice a week, 
and the number of irradiations, which amounted to four or live procedures, 
was detemiined by the attainment of clinical curing of the endobronehitis. 

Endobronchial treatment of suppurative endobronehitis was performed 
with a C0 2 laser with a 1 0.6-u.m wavelength and a power density of 3.6 
W/cm [sic] in the exposure zone; this was accomplished by defocusing and 
deadjusting the laser beam. We used an experimental SkaFper-3 laser setup 
with an attachment for endobronchial laser irradiation. Exposure to laser ir- 
radiation was 40-60 s of net laser time on the bronchi of one lung. The 
laser-therapy procedure was performed once a week, in a course of three or 
four sessions, until endoscopic determination was made that the suppurative 
bronchitis had been cured. 

We included endobronchial laser phototherapy in the set of treatment 
measures mainly to eliminate inflammatory changes in the bronchi; we also 
took into account its multi factor positive effect on the body. 

We used a reflex -therapy method of treating the pathology — ■ laser- 
puncture — to act on the component of disruption of bronchial patency in 
BA known as spasm of the smooth musculature of the bronchi. Laser- 
puncture was performed simultaneously or by turns with endobronchial 
laser applications following the methods and principles of reflex, therapy. 
We used, an LG- .1 U HNL with 15 mW of power at the end of the gui de and 
a 20-s exposure per corporeal acupuncture point; the course lasted 10-12 
sessions daily or every other day. In one laser-puncture session we used no 
more than five or six acupuncture points positioned symmetrically (except 
those located on the anterior and posterior central meridians). 

The acupuncture points chosen for a. session were tailored with consid- 
eration for the pathogenetic mechanisms of BA, by the method of E. D. 
Tykochinskaya [3] and G. Luvsan [1]. We generally used one or two 
acupuncture points with general reflexive action, two with refiexosegrnental 
action, and one or two with regional action. In patients with combined 
pathology who are undergoing a long fixed treatment stage, short courses 
(of five to seven procedures each) administered to points of general and 
segmental action were performed to prevent spring-fall recurrences. On a 



day of diagnostic or therapeutic bronchoscopy a laser-puncture session 
would be canceled. 

Immune status was evaluated by the percentage of the Immature popu- 
lation of lymphoid elements (71) and of regulatory subpopulations — 
T-helpers (Th) and I-suppressors (Is) and B lymphocytes (Bi) in the periph- 
eral blood, Bl activity was characterized by the level of immiiiioglohuliiis — 
IgM, IgG, and'IgA.. 

The content of these ifiimunoglobulins was determined by radial 
imoiiinodifesion after Mancini and the breakdown by population and 
siibpopulation was determined by immunofluorescence of monoclonal 
antibodies. 

The changes in the patient indices stu died are presented in the table. 



Inimimity Indices of Patients Wrtfe BA 
Combined With lubereulosis (M ± m) 



Index 


Nosologic group 


BA{1) 


BA + IT(2). 


Pi 2 


BA + .4T{3) 




Tl 


38.2 ±1.24 


36.7 ± 1 .33 


.•-0.05 


29.5 ±1.36 


<0.05 


Th 


36.1 ± 1.61 


35.0 ± 1.40 


X3.05 


32.8 ±2.20 


>Q.05 


Ts 


17.0 ±1.32 


16.1 ± 1.28 


X3.05 


14.7 ± 1.50 


>0.05 


Bl 


16.6 ± 1.58 


16.2 ± 1 .62 


X3.05 


J 8.0 ±1.60 


>0.05 


IgM 


3,24 ±0.51 


3.95 ±0.44 


>0.05 


4.35 + 0.S6 


<0.05 


IgG 


17.4 ±0.71 


17,9 ±0.45 


>0.0S 


24,5 ±1.20 


<0.05 


IgA 


2.01 + 0.28 


2.54 ± 0.37 


>0.05 


3.68 ± 0.48 


<0.05 



In BA -patients significant changes in .tamoie status were found com- 
pared with essentially healthy individuals. These changes were evidenced in 
a significant decrease in the Tl population (38.2 ± 1.24 and 66,9 ± 2,4%, re- 
spectively) and the Ts. suhpopiikition (17.0 ± 1.32 and 28.0 ± 2,0%, re- 
spectively), and an increase in th e B l level (1.6.6 ± 1.58 and 7.3 ± 1.5%, 
respectively) and in polyclonal gamma-glabulinemia. In BA patients the Th 
subpopulatioii differed insignificantly from that of essentially health 
individuals (36,1 ± 1.61 and 38.9 ± 13%, respectively). The decrease in the 
Ts level led to an increase in the irmminoregulatory index (the ratio Th/Ts). 

Previous tuberculosis did not significantly affect immune-status indices 
in BA patients — we did not find significant differences in immune-status 
indices in BA and IT patients. Immune-status indices were most changed in 



BA and IT patients.* A significant decrease in the TI population (29.5 ± 
136%) compared with BA patients {p < 0.01) and in the Is population (13/7 
± 1.5%) and an increase in Bl level (18.0 ± L6%) were found, In this 
category of patients the immunoglobulin levels were significantly higher 
than in B A and in BA combined with IT, 

Thus, we have established that BA patients experience significant 
changes in immune status; intrathoracic IT or traces of a previous 
tuberculosis process in the lungs did not affect the nature of these changes. 
When BA is combined with AT, the changes that we found are of the same 
character as with B A alone, but the degree to which they are expressed, is 
signiflcantly greater. 

We also reexamined immune status after the completion of a laser- 
therapy course (after 1 .5-2 months) at the same times in the control groups, 
where traditional therapy was administered. 

Analysis of the dynamics of the indices studied revealed the dependence 
of the results on not only the nosologic form but also the kind of therapy 
(figs. 1 and 2). For instance, in all four groups examined (group 1 — BA 
patients after laser phototherapy, group 2 — BA and AT patients after laser 
phototherapy, group 3 — BA patients after traditional therapy, and group 4 
— BA and AT patients after traditional therapy) the TI count and the 
TUymphocyte subpopulations increased, leading to normalization of the 
iimmmoregulatory index, but these changes were significant only in the 
experimental groups (with laser phototherapy), A further increase in IgM 
level and a decrease in IgG level were found in the experimental groups 
after treatment; these changes were significant in group 1 (/r<G,0SX but 
insignificant in group 2 and the control groups. 

The data obtained attest to the immunomodulatory effect of laser radia- 
tion, which is evidenced firstly in the increase in some indices of the immu- 
nity T-system: the TI population and T-subpopuiations, a deficiency in 
which is noted both in BA and, to a greater extent, when BA is combined 
with tuberculosis; and secondly in some inhibition of the immunity 
B-system, which probably is a consequence of the regulatory action of 
stimulated populations of T4yraphoc'ytes» The most pronounced normalizing 
effect of laser therapy with respect to. immune-status indices that was 
observed in BA patients correlated with the clinical picture assessed by the 
criteria used in pulmonology for BA. 



* Translators note: Sic; this sentence appears io be i'net>risisterit with the second clause of the preceding 
sentence. 
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Tl 7k Ts Bi i g A IgG IgM T1 Th Ts Bl igA IgG IgM 



Fig, I. Changes in hnnmnity indices hi BA patients 
in the coarse of traditional therapy md with laser 
phototherapy. Solid ime — mnmmity radioes of 

essentially healthy iiidivictuals: light columns for 

BA patients prior to treatment; obliquely hatched 

columns; tier B A patients ate* laser phototherapy; 

colimms with hoiizcmtai hatching for BA patient* 

after- traditional therapy. 



Fig. 2. Changes in immunity indices of patients with 
BA combined with AT' in the course of traditional 
therapy and wnh laser phototherapy. Solid line — 
imnmitity indices of essentially healthy individuate; 
light columns ™ for BA/AT patients prior to 

treatment; obliquely haiched columns for BA/AT 

patients after laser phototherapy; columns with 
horizontal Pitching — tor BA/AT patients after 
traditional therapy. 
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